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Reference 2 

Japanese Patent No. 2977241 

Disclosed is an optimized fermentation method 
(conditions) for producing foreign proteins, specifically 
lipocortine-related proteins in E. coli under the control of 
an inducible lac-promoter • The inventor found a novel method 
in which volumeric yield of the product can be increased by 
factor of 5 compared with conventional methods by controlling 
the time and amount of glucose (lactose) addition through which 
the oxygen partial pressure in the culture medium is maintained 
at leastlO% (i.e. glucose limitation). The yield can further 
be improved by increasing the oxygen pressure using at least 
one of the means selected from the followings: 
(a) fermentation under up to 2 bar overpress, (b) increasing 
the stirring rate and the aeration rate up to 2 vpm, and (c) 
lowering the temperature from 3 7 to 3 0 degree C. The advantage 
of this method is that it does not require particular equipment 
for aeration of highly pure oxygen and prevention of explosion 
of the oxygen. 



9 



;2; 



\) 7 7 2 l ! 



:i f 3) V x:ii<i::sTip:G^'; "^^'^ t H 



-V-V* ' .7. "7 It -1 ^'::7^r 7 7. • • '/t; : :^ 
•■■:^r. . / --i^^i ----- 



!- .-i' t'fS^ J ' JdiE c -r: T v ^ ^ , >; ■ ji ' £ ) h ^) 

,.r\ ^ L ;i* o s. -5 /: I :^i't-'?:tvi ^ 

-;f -• .ri -7 cf- :«r — - , r> ■ - r >f; 

^ — — ^ 'T ~ — - "-i v i'li- ,■ 't- 

> ^- -/Ut a .1 ^ ; : _u u • : : y;,^ 

hi'. '^S'^, ^ '-7:'/A7} : ■}-7 V/^ ' . 

t? • / , ■:: ^.V ^ - ..^ - 

• ■ ^ . . . . . -r- -. ' t - HP, . *:' ■ 



n:^2 9 7 7 2 II 
x;: 1: ^.L^'/?^-^:' iFIG(^^n;:: i t f)^^Jt]t -Hto : 



)3C 



+r^, raifidirv.A^ >• -<^^rt|i^fc/M^-T:■^. ^ES^ir^NHi OhSlT^H: PC^ (/-^f^:*]!];.: iioT^^^- '.r::-yu^r 

-:'''-•./ :r> ^ ■ ~ A >:f;l^iS --^ :^rt+:i^;; tV U "ir - /i. f - > , : -^-t" O " G r u r dm a :i n o . P ' 0 c . N a : i . - : a ^ 

iO'V^i'.fax. :t^r:?ic 1 1 t on\ i^: on ij-j : : M m i^' K ' : l • G .ac !Q ^Bre'^!>i.'^^ = '. 

f :3 ) ::;-:,7-^*.iir:(?]ti^.:,^f'^-r > LT ashne n 55- ^ -'cc, Acad. Nat k i. i204--i2:3^ 

J:o7ffe*-b/±^^'10'-nttSx.':f^/::;ri-=L • > 99A-PP; ^Ana-nO Genc 5 9. 301--315) z:^cTr: 



W i^.rr-2 9 7 7 2 .1 



± n it (D 1 m m jjs: 

^ - X X 4-- ^ 20g 

Nail zPO, X li ,0 1.29 

Na,HPO« X 2JIjO 8 . 5g 

KCfl l.Og 

MgSO«x7lijO 2.09 

^ -"^ 0.25? 

NH,Cfl 5.03 

liiBO, 2. 0^:19 

CN1U)6M0 702« X 4H2O 0.85)19 

CuSO, >: 51!.'0 C.16m3 

' 0 . 4 m 3 

MnSO, X 711,0 2.02;:!9 

Z)jSO« a 7U2O j . 

16»!t8 e (.':.5eg|-;gt<r •>ol0e iTjE ostat E7t- f -gjt ) (r,.Jt.i.». 1 jnM-^ 

I" 1 ; 1 ^•OnMi7.):°T3 '-^i!' $ L < ;t5nMyj ='3: /.^f^;-];; : + > - 7 > w»L:.»r.i:'l-.^!'. -"r '^H Jr!.,": Ti-iifty. 



